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1.0 PURPOSE 1 
The purpose of this policy is to describe the protocol registration requirements for National 2 
Institute of Allergy and Infectious Diseases (NIAID) Division of AIDS (DAIDS)-supported 3 
and/or -sponsored clinical research that is reviewed and approved by a DAIDS Scientific 4 
Review Committee.  5 
 6 

2.0 SCOPE 7 
This policy applies to all clinical research supported and/or sponsored by NIAID (DAIDS) 8 
that is reviewed by DAIDS Scientific Review Committees, namely the Prevention Sciences 9 
Review Committee (PSRC) and the Clinical Sciences Review Committee (CSRC).  10 
 11 

3.0 BACKGROUND 12 
NIAID (DAIDS) sponsors and provides support for clinical research conducted within the 13 
U.S and around the world. In order to ensure that this research is conducted in compliance 14 
with applicable standards and regulations, DAIDS has developed a web-based Protocol 15 
Registration (PR) System.  16 
 17 
The PR System receives and tracks certain regulatory documents that must be submitted by 18 
approved Clinical Research Sites (CRSs) throughout the conduct of the protocol. The 19 
DAIDS PR process verifies that CRSs have received the necessary Institutional Review 20 
Board (IRB)/Ethics Committee (EC) approvals and have provided to DAIDS all 21 
documentation pertaining to investigator qualifications and responsibilities required by the 22 
U.S. Food and Drug Administration (FDA) or the National Institutes of Health (NIH).  In 23 
addition, all IRB/EC-approved site-specific informed consent forms must be submitted. 24 
 25 
This policy describes when a CRS must submit certain materials to DAIDS through the PR 26 
System (i.e., the time period from initial protocol registration through deregistration) and the 27 
communications the CRS will receive in response to their submissions. 28 

 29 
4.0 DEFINITIONS 30 

Clinical research: Research conducted on human participants or on material or data of 31 
human origin identifiable with the source person. Clinical research includes large and small-32 
scale, exploratory, behavioral, and observational studies. (DAIDS) 33 
 34 
Clinical Research Site (CRS): Discrete locations (e.g., hospitals, outpatient clinics, health 35 
maintenance organizations, community health centers, private practices, clinics) supported 36 
and/or sponsored by NIAID (DAIDS) where qualified professionals conduct clinical 37 
research in accordance with good clinical practice (GCP) and applicable regulations. 38 
(DAIDS) 39 
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 40 
Clinical Research Site (CRS) leader: The onsite senior research scientist responsible for 41 
the administrative and scientific components of the CRS. The CRS leader is responsible for 42 
overall site activities, including day-to-day operations, performance, and compliance at the 43 
site level. (DAIDS) 44 
 45 
Clinical trial: A prospective study of human subjects designed to answer questions about 46 
biomedical or behavioral interventions, e.g., investigational drugs or investigational medical 47 
devices, or new ways of using known treatments to determine whether they are safe and 48 
effective. (NIAID) 49 
 50 
DAIDS Protocol Registration Office (PRO): An office within the DAIDS Regulatory 51 
Support Contract (RSC) that receives and processes all protocol registration materials for 52 
DAIDS. (DAIDS)  53 
 54 
DAIDS Regulatory Support Contract (RSC): A contract that provides clinical, regulatory, 55 
and technical support services for NIAID (DAIDS)-supported and/or -sponsored clinical 56 
trials. (DAIDS) 57 
 58 
DAIDS-sponsored: DAIDS is responsible for the management (including submission of 59 
the Investigational New Drug Application (IND) and Investigational Device Exemption 60 
(IDE) Application to FDA, and initiation of the study), and oversight for the trial. (DAIDS) 61 
 62 
DAIDS-supported: Clinical research activities would be considered to be supported by 63 
NIAID (DAIDS) under one or more of the following circumstances: 64 
 65 

1. NIAID (DAIDS) provides direct funding to an institution via a grant, contract or 66 
cooperative agreement for the clinical research activities; or indirect funding via a 67 
subcontract executed under a NIAID (DAIDS) -supported award to another institution.  68 
 69 
2. NIAID (DAIDS) provides other tangible support for the clinical research activities 70 
which includes, but is not limited to, regulatory support, site monitoring services, study 71 
product supply, and management and distribution services.  72 
 73 
3. NIAID (DAIDS)-supported central laboratory or data management center receives 74 
from another organization either specimens or data for processing or analysis, and the 75 
results or analyses will be used to direct involvement of some or all participants in 76 
clinical research activities. (DAIDS) 77 

 78 
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Form FDA 1572: FDA required document in which clinical investigators agree to conduct 79 
the clinical trials according to federal regulations. The Form FDA 1572 is signed and 80 
submitted to the IND sponsor. (DAIDS)  81 
 82 
Investigational Device Exemption (IDE): Similar to an IND, allows an unapproved 83 
medical device to be used for investigational purposes. For more information, go to 21 CFR 84 
812.1 and NIAID Human Subjects Resources portal. (NIAID)  85 
 86 
Investigational New Drug (IND): A drug or biological product that is used in a clinical 87 
investigation. The terms "investigational new drug" and "investigational drug" are deemed to 88 
be synonymous within DAIDS policies. (DAIDS) 89 
 90 
Investigational New Drug Application (IND): A request for authorization from the 91 
FDA to administer an investigational drug or biological product to humans. Such 92 
authorization must be secured prior to interstate shipment and administration of any new 93 
drug or biological product that is not the subject of an approved New Drug Application or 94 
Biologics/Product License Application. (FDA) An IND application is required by the FDA 95 
before clinical trials of an investigational drug or biological agent may be initiated. An IND is 96 
also generally required if the US FDA has not approved the route of administration, dosage 97 
level, or patient population for the drug or biological agent. (DAIDS) 98 
 99 
Investigator of Record (IoR): The individual at the CRS responsible for ensuring that a 100 
clinical trial is conducted in accordance with the protocol, applicable U.S. federal regulations, 101 
in-country regulations and any provisions imposed by the reviewing IRB/EC/other 102 
regulatory entity.  This person is the signatory for the Form FDA 1572 for studies 103 
conducted under an IND or the DAIDS Investigator of Record Agreement for non-IND 104 
studies. (DAIDS) 105 
 106 
Investigator of Record (IoR) Agreement:  A document required by DAIDS for Non-107 
IND studies. The IoR is required to sign and date this document accepting full responsibility 108 
for the conduct of the trial at their CRS. (DAIDS) 109 
 110 
Observational study: A type of study in which individuals are observed or certain 111 
outcomes are measured, but no treatments or interventions are assigned by the study. 112 
(DAIDS) 113 
 114 
Office for Policy in Clinical Research Operations (OPCRO) – An office in DAIDS that 115 
provides a variety of clinical research management resources and oversight to DAIDS 116 
clinical research portfolio. This includes overseeing the development, standardization, 117 
implementation and execution of policies, procedures and standards of conduct for all of 118 
DAIDS domestic and international clinical research. (DAIDS) 119 
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 120 
Principal Investigator (PI): The qualified person designated by the applicant institution to 121 
direct the funded research program. PIs oversee the scientific and technical aspects of an 122 
award and the day-to-day management of the research.  123 
  124 
Protocol registration: The process established by DAIDS to ensure that all sites 125 
participating in NIAID (DAIDS)-supported and/or -sponsored clinical research that is 126 
reviewed by a DAIDS Scientific Review Committee conduct the research in accordance with 127 
requirements for human subjects protection and the use of investigational new drugs (where 128 
applicable). The process includes initial protocol registration, amendment registration, 129 
continuing review documentation, deregistration and submission of other required 130 
documents. (DAIDS)  131 
 132 
Protocol registration submissions: The most common types of submissions that a CRS 133 
may send to the DAIDS Protocol Registration Office (PRO) include the following: 134 
 135 

1. Initial – The first time a CRS submits a consent type, language and/or version of a 136 
protocol to the PRO.   137 

 138 
2. Amendment – A revision to a protocol made by the Protocol Team/Chair/Awardee 139 

that requires DAIDS review and final approval/sign-off before implementation; 140 
amendments are also referred to as “full version amendments.”  The changes to the 141 
protocol are incorporated into the protocol document itself and will result in the 142 
change to the DAIDS protocol version number (e.g. 2.0, 3.0, etc.).   143 

 144 
3. Letter of Amendment (LoA) - A revision to a protocol made by the Protocol 145 

Team/Chair/Awardee through a short letter that requires DAIDS final 146 
approval/sign-off before implementation.  Changes described in an LoA are listed in 147 
a document which is separate from the protocol document itself and will NOT result 148 
in the change to the DAIDS protocol version number. 149 

 150 
4. Continuing/Annual Reviews – An IRB/EC re-review of a protocol conducted on at 151 

least an annual basis as required by 45 CFR 46 for  all federally funded research 152 
studies as well as by 21 CFR 56 for IND studies. 153 

 154 
5. Change of IoR – When there is a change in the Investigator of Record at a CRS for a 155 

protocol.  156 
 157 

6.  Deregistration- When a CRS no longer has participants on study (all follow-up has 158 
been completed) and does not plan to enroll additional subjects and /or if no 159 
participants were ever enrolled at the CRS and the study has closed to accrual. 160 
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(DAIDS) 161 
 162 
Protocol Registration Team (PRT):  A Team within OPCRO responsible for managing 163 
the PR System, which includes oversight of the DAIDS PRO. (DAIDS) 164 
 165 
Scientific Review Committee (SRC): A reviewing body within DAIDS to review the 166 
concepts and protocols developed by various programs within DAIDS (e.g., CSRC and 167 
PSRC). (DAIDS) 168 

 169 
For additional definitions see DAIDS Glossary: 170 
 http://www3.niaid.nih.gov/research/resources/DAIDSClinRsrch/Glossary.htm. 171 
For additional information about the PR process, see the DAIDS Protocol Registration 172 
Manual: 173 
http://rcc.tech-res-174 
intl.com/DAIDS%20RCC%20Forms/HighlightOff_PROManual_v04b.pdf 175 
 176 

5.0 RESPONSIBILITIES 177 
CRS Leader 178 
For Network studies, the CRS Leader is responsible for ensuring that his/her site adheres to 179 
the Protocol Registration policy. The CRS Leader may delegate PR associated tasks to 180 
another qualified individual, such as the IoR.  181 
 182 
IoR/Grant PI/Contract PI  183 
After receiving final IRB/EC approval and other applicable regulatory approval of the 184 
protocol and site-specific informed consent, the IoR/Grant PI/Contract PI will ensure that 185 
their clinical research site submits all the required PR documents to the DAIDS PRO and all 186 
PR requirements are met, as specified in the Protocol Registration manual.   187 
  188 
Program Officer/Contracting Officer Technical Representative (COTR)   189 
For non-network studies, the Program Officer/COTR or designee will make the 190 
Grant/Contract PI aware of PR requirements at the time of protocol development and the 191 
need to include language in the initial version of the protocol pertaining to PR requirements. 192 
The Program Officer/COTR or designee will refer the Grant/Contract PI to the DAIDS 193 
Protocol Registration manual for additional information.  194 
 195 
DAIDS RSC  196 
The PRO at the DAIDS RSC implements and manages the day-to-day operations of the PR 197 
process. All required PR documents are submitted to the DAIDS PRO. RSC personnel, 198 
under DAIDS-PRT oversight, review the registration materials.  199 
 200 
PRT 201 

http://www3.niaid.nih.gov/research/resources/DAIDSClinRsrch/Glossary.htm�
http://rcc.tech-res-intl.com/DAIDS%20RCC%20Forms/HighlightOff_PROManual_v04b.pdf�
http://rcc.tech-res-intl.com/DAIDS%20RCC%20Forms/HighlightOff_PROManual_v04b.pdf�
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The PRT manages the PR System, including oversight of the DAIDS PRO.  202 
 203 
Director of OPCRO or designee 204 
Under circumstances when a decision cannot be reached by the DAIDS PRT and DAIDS 205 
Program staff, the Director of OPCRO or designee will make the final decision regarding an 206 
“exception” from the PR process. 207 

 208 
6.0 POLICY 209 

 210 
Each CRS will complete the PR process for all clinical research supported and/or sponsored 211 
by NIAID (DAIDS) reviewed and approved by a DAIDS Scientific Review Committee. See 212 
the Protocol Registration manual1

 215 

 for instructions and additional information on the PR 213 
process.  214 

6.1 Upon receiving IRB/EC approval(s), the CRS will submit all required PR documents 216 
to the DAIDS PRO via the DAIDS PR System.  217 

 218 
Upon making ANY submission to the DAIDS PRO, a CRS will receive a 219 
confirmation of submission notice that indicates that the DAIDS PRO has received 220 
materials. 221 
 222 
The CRS must place a copy of all final PR notifications from DAIDS in the site’s 223 
regulatory files. 224 

225 

                                                 
1 Available at:  http://rcc.tech-res-intl.com/DAIDS%20RCC%20Forms/HighlightOff_PROManual_v04b.pdf 

http://rcc.tech-res-intl.com/DAIDS%20RCC%20Forms/HighlightOff_PROManual_v04b.pdf�
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 226 
6.1.1 Initial Protocol Registration 227 

  228 
Prior to implementing the protocol and enrolling participants, the CRS must 229 
receive approval to conduct a study from their IRB/EC and other applicable 230 
regulatory entity(ies). In addition, the CRS must successfully complete the PR 231 
process with the DAIDS PRO. Requirements for initial PR will be decided 232 
during the evaluation of the protocol at the time of the DAIDS SRC 233 
assessment.  Information on the PR process will be included in each 234 
protocol.  235 

 236 
In rare cases, requests to modify the type of PR process determined at the 237 
SRC review will be submitted, via email, from DAIDS staff to the DAIDS 238 
PRT. 239 

 240 
Final decisions regarding modification of the PR process will be made by the 241 
DAIDS PRT and appropriate DAIDS Program staff. All final decisions will 242 
be documented and shared with the DAIDS Program staff and Protocol 243 
Team/Protocol PI/Grant PI/Contract PI, as applicable. 244 

 245 
OPCRO staff will serve as consultants as needed.  246 

 247 
Under circumstances when a decision cannot be reached by the DAIDS PRT 248 
and DAIDS Program staff, the Director of OPCRO or designee will make 249 
the final decision regarding an exception from the determined PR process. 250 

 251 
Successfully completing the PR process does not authorize the CRS to begin 252 
enrollment of participants. CRSs will be notified by the appropriate DAIDS 253 
scientific program (i.e. Program Officer, Contracting Officer’s Technical 254 
Representative), Operations Center or Data Management Center when 255 
enrollment may begin. 256 
 257 
A CRS will receive a Registration Notification from the DAIDS PRO that 258 
indicates successful completion of the initial PR process.  259 
 260 
NOTE - A Disapproval Notification is not a final Registration Notification 261 
since corrective materials must be resubmitted to the DAIDS PRO.  See the 262 
Protocol Registration manual for further details. 263 
 264 
 265 
 266 
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6.1.2 Protocol Amendment Registration  267 

CRSs will submit the amended protocol, site informed consent(s) and other 268 
required materials to their local IRBs/ECs within 30 calendar days for 269 
domestic sites or 60 calendar days for international sites from the date the 270 
amendment was approved by DAIDS and distributed to the sites. Sites must 271 
also submit the required materials to any additional regulatory entity(s) in a 272 
timely manner.  273 

 274 
NOTE: The 30 or 60 calendar day site requirement for submission of 275 
amendment materials is for local IRB submission only. 276 

 277 
Once a CRS has received approval from their IRB/EC and other applicable 278 
regulatory entity, the amended protocol and site informed consent(s) must be 279 
implemented immediately.  280 

 281 
NOTE - A final Registration Notification from the DAIDS PRO is not 282 
required prior to implementing an amendment.  283 
 284 
A CRS must submit the required IRB/EC approved amendment registration 285 
documents to the DAIDS PRO within 14 calendar days after receipt of final 286 
IRB/EC approval for the amendment.  The submitted documents must 287 
include documentation of the date that the amended protocol and site 288 
informed consent(s) was submitted to the IRB/EC. 289 
 290 
A CRS will receive a Registration Notification from the DAIDS PRO that 291 
indicates successful completion of the amendment PR process.  292 
 293 

6.1.3 Letter of Amendment (LoA) Registration  294 
CRSs will submit the LoA and other required materials to their local 295 
IRBs/ECs within 30 calendar days for domestic sites or within 60 calendar 296 
days for international sites from the date the LoA was approved by DAIDS 297 
and distributed to the sites. Sites must also submit the required materials to 298 
any additional regulatory entity(ies) in a timely manner.  299 

 300 
NOTE: The 30 or 60 calendar day site requirement for submission of 301 
amendment materials is for local IRB submission only. 302 
 303 
Once a CRS has received approval from the IRB/EC and other applicable 304 
Regulatory entity, the LoA and any revised site informed consent(s) must be 305 
implemented immediately.  306 
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 307 
NOTE - A final Registration Notification from the DAIDS PRO is not 308 
required prior to implementing a LoA. 309 
 310 
A CRS must submit the final IRB/EC approval letter(s) for the LoA and any 311 
revised site informed consent(s) to the DAIDS PRO within 14 calendar days 312 
after receipt of final IRB/EC approval for the LoA.  The submitted 313 
documents must include documentation of the date that the LoA and any 314 
revised site informed consent(s) were submitted to the IRB/EC. 315 
 316 
A CRS will receive a Registration Notification from the DAIDS PRO that 317 
indicates successful completion of the LoA registration process.  318 
 319 

6.1.4 Continuing/Annual Review  320 
CRSs are required to submit documentation of IRB/EC continuing/annual 321 
review to the DAIDS PRO. 322 

 323 
A CRS must submit the required IRB/EC approved Continuing/Annual 324 
review documentation to the DAIDS PRO within 14 calendar days after 325 
receipt of final IRB/EC approval(s).   326 

 327 
CRSs will NOT receive a final Registration Notification for 328 
continuing/annual review documentation submitted to the DAIDS PRO. 329 
 330 

6.1.5 Change of IoR  331 
When there is a change in the Investigator of Record listed in item 1 on the 332 
Form FDA 1572 or DAIDS IoR Agreement, a CRS must submit the 333 
required documentation to the DAIDS PRO to officially change the IoR for 334 
a protocol(s) at a CRS. The submission must be done within 30 calendar days 335 
from the time the CRS is informed that the current IoR will no longer serve 336 
as the IoR for the study. 337 

 338 
A CRS will receive a final Change of IoR Approval Notification from the 339 
DAIDS PRO when the change of IoR has been approved by the DAIDS 340 
PRT.   341 

 342 
NOTE – The Change of IoR is NOT official until the CRS receives the 343 
Approval notification for the change of IoR from the DAIDS PRO. 344 

 345 
6.1.6 Deregistration  346 
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A CRS will notify the DAIDS PRO when a study is completed at the CRS by 347 
submitting a request for deregistration from the study and all associated sub-348 
studies. See the Protocol Registration manual for additional information.  349 

 350 
A CRS will receive a Deregistration Notification from the DAIDS PRO 351 
when the CRS has been deregistered from a study and all associated sub-352 
studies. 353 
 354 
NOTE – A CRS is not considered deregistered from a study/sub-study until 355 
the CRS receives the Deregistration notification from the DAIDS PRO. 356 

 357 
7.0 REFERENCES 358 

 359 
DAIDS Protocol Registration Manual 360 
http://www3.niaid.nih.gov/LabsAndResources/resources/DAIDSClinRsrch/ClinicalSite.ht361 
m 362 

 363 
8.0 INQUIRIES 364 

 365 
Questions and comments regarding this policy may be directed to the OPCRO Policy Group 366 
at: NIAIDOPCROPOLICYGROUP@mail.nih.gov 367 
 368 

9.0 AVAILABILITY 369 
 370 
This policy is available electronically at the following URL: 371 
http://www3.niaid.nih.gov/LabsAndResources/resources/DAIDSClinRsrch/ClinicalSite.ht372 
m 373 
 374 

10.0 CHANGE SUMMARY 375 
 376 
This policy supersedes version 1.0 dated 20 Dec 2006.  377 
 378 

11.0 APPENDICIES 379 
 380 
None 381 
 382 

12.0 APPROVAL 383 
/Richard Hafner, MD/ 384 

Richard Hafner 385 

http://www3.niaid.nih.gov/LabsAndResources/resources/DAIDSClinRsrch/ClinicalSite.htm�
http://www3.niaid.nih.gov/LabsAndResources/resources/DAIDSClinRsrch/ClinicalSite.htm�
mailto:NIAIDOPCROPOLICYGROUP@mail.nih.gov�
http://www3.niaid.nih.gov/LabsAndResources/resources/DAIDSClinRsrch/ClinicalSite.htm�
http://www3.niaid.nih.gov/LabsAndResources/resources/DAIDSClinRsrch/ClinicalSite.htm�

	1.0 PURPOSE
	2.0 SCOPE
	3.0 BACKGROUND
	4.0 DEFINITIONS
	5.0 RESPONSIBILITIES
	6.0 POLICY
	7.0 REFERENCES
	8.0 INQUIRIES
	9.0 AVAILABILITY
	10.0 CHANGE SUMMARY
	11.0 APPENDICIES
	12.0 APPROVAL

